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Long term drug related remission may encourage drug withdrawal in patients with rheumatoid
arthritis
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A B S T R A C T

Remission is the goal of therapy in patients with rheumatoid arthritis (RA). However, drug free remission has not
been investigated adequately. Early and intensive treatment may increase the chances of successful drug free
remission. Effect of long term remission while on medical therapy on the success of drug withdrawal has not
been previously evaluated in RA. Long term immune suppression has been shown to have beneficial effects on
relapse rates in other diseases with dysregulated immune tolerance. Therefore, drug withdrawal could be an
acceptable option in RA patients in long term remission.

Dear Editor,

Rheumatoid arthritis (RA) is a multi-systemic auto-immune disease
with mainly chronic inflammatory joint involvement. Loss of immune
tolerance due to genetic and environmental factors may be among the
main irregularities in the pathogenesis. Recently, sustained drug free re-
mission has become one of the eventual treatment targets for RA.
Unfortunately, observational cohort studies conducted in the last two
decades reported that only 10–15% of the RA patients have achieved
sustained drug free remission [1]. Early and intensive treatment strategies
with new treatment options were found to be the foremost factors related
to sustained drug free remission in RA [2]. Furthermore, it has been hy-
pothesized that treatment during windows of opportunity period could re-
establish immune tolerance and help to achieve sustained drug free re-
mission goal [3]. Moreover, long term successful immune modulation or
immune suppression has been associated with drug free survival in solid
organ transplantation [4–6] or drug free remission in graves’ disease [7].
Tamai et al. have investigated the relationship between duration of
therapy and relapse rate in Graves’ disease [7]. By the end of the first year
of drug-free period, relapse rate was 69% with six month treatment, while
18% with 24month treatment [7]. Likewise, duration of therapy has
played significant role in successful immunosuppressive withdrawal after
liver transplantation. Herein, 13% of the patients on therapy for six years
and 79% of those on therapy for 11 years successfully withdrew their
immunosuppressant [5]. In these cases, long term suppression of immune
system may activate regulatory pathways and establish stable cellular
regulation [8]. These findings may be applicable for RA. In fact, major
studies conducted in RA cohorts found significant associations between
early and intensive treatment strategies with higher rates of drug free
remission. However, neither these studies, nor other observational or
cross sectional studies evaluated the relationship between the duration of
remission while on medical therapy and successful drug withdrawal in
patients with early or established RA. In patients with other diseases with
dysregulated immune tolerance, long term drug related remissions have
reduced drug free relapse rates [9]. Therefore, we can hypothesize that,
total or partial drug withdrawal could be conceivable in RA patients

under long term remission.
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